
the brain de jure is of principal interest
for psychiatry.

The RDoC’s target constructs, be-
lieved to reflect simple, natural-kind
like behavioral functions and instanti-
ated in circumscribed neural networks
(previouslycalled“modules”),will inall
likelihood fall short from becoming an
exhaustiveorevenarelevantexplanans
of the disorders of rationality, world-
view, symbolization, self-awareness,
and personal identity, which are the
hallmarks of the most serious psychiat-
ric disorders. Would clinically typical
schizophrenic and bipolar patients suf-
fer from the same mental disorder (i.e.
share the same future “precision diag-
nosis”) if they exhibit identical profiles
of neurobiological and neuropsycho-
logical dysfunctions?

The justification for launching the
RDoC was a failure to translate the
advances of basic neuroscience into
actionable psychiatric knowledge. This
failure has been ascribed to the (DSM-
IV) phenotype-based classification:
with the passage of time, the diagnostic
categories became “reified”, i.e., they
came to be dogmatically considered as
“true” and valid entities, monopolizing
research, and preventing scientists to
ask novel questions, outside the DSM
prescribed space (7). Yet it is also quite
possible, and in my view, even likely,
that the lack of progress is less related
to the existence of phenotype-based
classifications as such but more impor-
tantly linked to the concrete nature of
DSM-III1 operational classifications.

The “operational revolution” en-
tailed a behaviorist, subjectivity-aver-
sive stance and oversimplified psycho-
pathology to a lay level, depriving it of

any conceptual or phenomenological
framework, and resulted in inadequate
or deformed phenotypic distinctions.
The “operational” criteria are in fact
not “operational” in any theoretically
significantsense(8).Rather, thediagno-
ses, based on “symptom counting” and
neglecting the prototypical-gestaltic
structures of mental disorders, neces-
sarily resulted in meaningless comor-
bidity, arbitrary diagnostic thresholds
and hindered dimensional considera-
tions.

The effects of “operational” simplifi-
cation may be easily illustrated. An
essentially experiential-felt origin of
the schizophrenic delusion has been
systematically ignored by all successive
DSM/ICDdefinitions;perhapsbecause
delusion cannot be grasped through a
commonsensical lay definition, but
always requires an embededness in a
more overarching phenomenological
framework(8).Hallucinationisanother
example: what is called auditory verbal
hallucinations is phenomenologically
(qualitatively) so markedly heteroge-
neous (9) that treating those hallucina-
tions as a homogeneous phenotype is
likely bound to undermine empirical
research. In other words, empirical re-
search is crucially dependent on the
adequacy of the employed phenotypic
distinctions, adequacy that cannot be
achieved through a simplistic behavior-
ist checklist approach.

TheRDoCis legitimateasaneurosci-
entific research program, but it is haz-
ardousasa“granddesign”,atotalizingly
prescriptive paradigm for psychiatry.
Reification, i.e. confusing a concept or
idea for a really existing thing, deplored
in the context of DSM-IV (7), will in all

likelihood repeat itself with the RDoC,
yet this time with perhaps even more
seriousconsequences.WeriskwhatJas-
pers anticipated as “psychiatry without
psyche”. Psychiatry will survive as a
therapeutic activity because the pa-
tients will not vanish. However, psychi-
atry that neglects its psychopathologic-
al foundations, i.e. an interdisciplinary,
theoretical and empirical study of sub-
jectivity, risks disappearing as an aca-
demic medical discipline (10).
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RDoC is necessary, but very oversold
ALLEN FRANCES
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The past half century has witnessed
heroic advances in the basic sciences of
brain research, genetics, and molecular

biology. But there has also been a sur-
prising and disappointing paradox:
none of the exciting scientific findings
has had any impact whatever on the
everyday practice of clinical psychiatry.
Fortunately, we have available effective
treatments for most mental disorders,

but there have been no real break-
throughs in our understanding of psy-
chopathology and ways of treating it.

Why the gaping disconnect between
a basic science enterprise that is re-
markably dynamic and a clinical prac-
tice that is relatively static? In fact, psy-
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chiatry is really not that different from
the rest of medicine in this regard. All
the medical specialties have faced (and
so far have largely failed to negotiate) a
similar bottleneck in translational re-
search. It turns out to be lots easier to
discover the fascinating secrets of bodi-
ly functioning than to turn these to any
great clinical advantage.

And because the brain is so much
more complicated than other organs,
psychiatry confronts by far the most
challenging of all translational leaps.
Our three pound brains manage to con-
tainmoreneuronsthantherearestars in
a galaxy, each connected to a thousand
othersandfiringa thousandtimesa sec-
ond, and with hundreds of proteins
mediating the busy traffic at 100 trillion
synapses. It is amazing that a machine
with so many moving parts works as
flawlessly as usually it does. By compar-
ison, the breast is the most straightfor-
ward of organs, many orders of magni-
tude simpler than the brain. If, despite
decades of intensive research, we are
still early days in understanding breast
cancer,whybesurprisedthatwehaven’t
yet gotten much of a handle on schizo-
phrenia.

WhenwepublishedDSM-III in1980,
the research future for psychiatry seem-
ed bright and likely to deliver a quick
payoff for our patients. We had great
hopes that deep understanding and
practical solutions would emerge
quickly from the happy conjunction of
powerful new research tools, generous
funding fromNational InstituteofMen-
tal Health (NIMH) and drug compa-
nies, and the availability of a reasonably
reliablediagnostic systemthatprovided
specific targets for study and treatment.
Soon enough, the journals were filled
with seemingly exciting findings on the
genetics of mental illness and were dec-
oratedwithprettypictures thatpurport-
ed to show brain malfunctioning in the
different mental disorders.

NIMH was at the center of the neu-
roscience enthusiasm, dubbing the
1990s the “decadeof thebrain”andbet-
ting the house on a narrow biological
agenda to replace what previously had
been a more balanced portfolio of re-
search into not only the basic sciences,

but also into treatments and health serv-
ices. In effect, NIMH turned itself into a
“brain institute” rather than an “institute
of mental health”. Its efforts have suc-
ceeded in producing wonderful science,
but have failed in helping patients. The
brain has revealed the secrets of psycho-
pathology only in frustratingly small
packets, many of which do not replicate
and none of which has been powerful
enough to generate a diagnostic test or
a treatment advance that would actually
improve clinical practice.

NIMH has grown understandably
frustrated by this lack of progress and
rightly has decided to switch to the new
RDoC research track that is described
in Cuthbert’s paper (1). Rather than
continue tostudy thehopelesslyhetero-
geneous categories of DSM mental dis-
orders, it will instead focus its attention
on much simpler dimensions of mental
functioning, hoping that these will yield
clearer biological answers.

AlthoughtheRDoCstrategy is sound
and necessary, the way it was recently
announced to the public was badly
muddled – misleading, poorly timed,
and damaging to the credibility of both
NIMH and the practice of clinical psy-
chiatry. A provocative, widely reported
press release came just three weeks
before the publication of DSM-5.
NIMH explicitly trashed all existing
psychiatric diagnosis and instead of-
fered RDoC as a better, biologically
based, alternative approach. This un-
wise over-promising about the future
blithely ignored the sobering lessons of
the past and the glaring needs of our
patients in the present. Lost in the bom-
bast of the NIMH press release was that
RDoC has absolutely nothing to offer in
the present except an untested research
tool. RDoC will almost certainly deliver
nothing of practical import within this
decade. My guess is that itwill consist of
a slow, steady slog of tiny steps, more
characterized by frustrating blind alleys
than by any great leaps forward.

Granted that descriptive psychiatry
(as embodied in both DSM and ICD)
has limited specificity and almost no
explanatory power, the fact remains
that it is currently the only helpful
approach to psychiatric diagnosis and

continues tobe essential and surprising-
lyusefulinclinicalpractice.Take“schizo-
phrenia” as an example. Our current
construct is clearly a research night-
mare: heterogeneous, overlapping with
near neighbors, no uniform course or
treatment response, and no clear pat-
ternofgeneorbrainfindings.Eventually
this final common descriptive pathway
– “schizophrenia” – will probably turn
out tohavehundredsofdifferent causes
and will require dozens of different
treatments. But for now “schizophre-
nia” does very much inform clinical
practice and RDoC has no replacement
for it.

Moreover, it is a dangerous myth to
assume that patients who meet criteria
for “schizophrenia” suffer only from a
brain disease. Contextual forces play a
large role in the onset of schizophrenia
and very often are the most crucial ele-
ments in its successful management. A
supportive environment, a decent place
to live, and therapeutically encouraged
engagement with school, work, and
social activities are now, and always
will be, absolute essentials.

NIMH has had its attention so dis-
tracted by glorious dreams of a future
research revolution that it has com-
pletely lost touch with the desperate
suffering of schizophrenic patients in
the present. It pays no attention to,
and takes no responsibility for, the
mess that isUSmentalhealthcare.Dur-
ing the same fifty years that witnessed a
basic science research revolution, the
US has closed one million psychiatric
hospital beds. But having provided too
little care and housing in the communi-
ty, we have been forced to open one
million prison beds for psychiatric
patientswhowerearrested fornuisance
crimes, preventable had they received
adequate community services and
housing. These patients are suffering
greatly not so much for lack of knowl-
edge on how to care for them, but
because of a lack of attention and inad-
equate resources. Patients with severe
psychiatric illnesses are worse off in the
United States than in other developed
countries and their wholesale impris-
onment is a throwback to the barbarity
of two centuries ago.
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Meanwhile, NIMH has sat silently
on the sidelines ignoring this shameful
transinstitutionalization. It should, but
does not, feel a strong responsibility to
improve the lives of our patients right
now – in all the many concrete ways
that are already available to us if only
there were adequate funding for them.
NIMH should advocate in Congress for
patients, not just for its own research

budget.And theNIMHresearchbudget
should support a balanced portfolio
across theentire spectrum–frombench
to treatment and from treatment to
community services.

Gambles on brain research are cer-
tainly necessary for a better future, but
shouldnotdominatesocompletelyover
current need.
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Road to nowhere
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B. Cuthbert presents a model aimed
to integrating neuroscience and psy-
chopathology, that may yield improve-
ments in assessment and treatment out-
come(1).Theclaimisthatthisapproach
is substantially different from those
endorsed in the past decades, that were
unabletoproducebiologicaltestswhich
couldbe routinelyused indiagnosisand
treatmentofmentaldisorders (2).There
arenopreliminaryfindings,however, to
suggest that this is the case, nor clinical
exemplificationsoftheusefulnessofthis
model. Indeed, a number of problems
emerge.

The model endorses a “blanket” ap-
proach: all possible biological and
behavioral measurements are utilized,
even though they may be highly redun-
dant in nature, under the misguided
assumption that nothing will be missed
with such a strategy and innovative
classification systems will ensue auto-
matically. Quite to the contrary, con-
flicting results are likely to occur, with
findings that may be difficult to inter-
pret.

The model is clearly the reflection of
an intellectual crisis in psychiatry, that
can be attributed to a decline of clinical
observation as the source of fundamen-
tal scientificchallenges(3).AsFeinstein
remarked, in clinical medicine, “all the
fundamental scholarly ideas come from
elsewhere, and clinicians apparently
have nothing important to contribute

beyond their work in applying the basic
ideas” (4). Neurosciences have export-
ed their conceptual framework into
psychiatry much more than serving as
an investigative tool for addressing the
questions addressed by clinical prac-
tice.

Major clinical challenges are left
without appropriate independent re-
search supported by public sources.
For instance, there is insufficient re-
searchon the frequent and vexing prob-
lem of loss of clinical effects during
long-term antidepressant treatment, in-
cluding exploration of its neurobiologi-
cal correlates, despite the practical im-
plications that research in this area
would entail (5). Another example is
that antidepressant drugs have become
increasingly popular as first-line treat-
ment of anxiety disorders, despite lack
of any evidence to support their superi-
ority (6). K. Rickels, the father of mod-
ern pharmacotherapy of anxiety disor-
ders, wonders whether a specific study
investigating comparative efficacy and
differential responsiveness of newer
antidepressant drugs versus benzodia-
zepines will ever be funded by a public
source (7). In the samevein, aneditorial
in Nature (8) judged studies on psycho-
logical treatments“scandalouslyunder-
supported”, despite their “potential to
make a substantive difference to pa-
tients”.Itconcludedthat“manyfunding
agencies around the world are too keen
solely to support mechanistic investiga-
tions with potential long-term payoffs,
andtoounwillingtoappreciatethatpart
of their portfolio should be oriented

towards identifying immediately effec-
tive psychological interventions” (8).

In 1967, A. Feinstein (9) urged clini-
cians to develop a “basic science” of
their own – to study the clinical phe-
nomena directly, to specify the impor-
tance of different types of clinical data,
to create appropriate systems of taxon-
omy for classifying the information, and
to develop intellectual models and
pragmatic methods that would articu-
late the clinical process and use the
results for quantified analyses. Such
line of research, that is often subsumed
under the rubric of clinimetrics, has
been neglected (10). The fact that clini-
cians browsing a journal issue may no
longer find any article relevant to their
practice is a direct consequence of such
neglect.

Exclusive reliance on diagnostic cri-
teria has impoverished the clinical pro-
cess and does not reflect the complex
thinking thatunderliesdecisions inpsy-
chiatric practice (10). Psychopathology
and clinical judgment are discarded as
non-scientific and obsolete methods.
Yet, in their everyday practice, psychia-
trists use observation, description and
classification, test explanatory hypoth-
eses, and formulate clinical decisions.
In evaluating whether a patient needs
admission to the hospital (or can be
discharged from it), in deciding wheth-
er a patient needs treatment (and in
case what type) and in planning the
schedule of follow-up visits or interven-
tions, the psychiatrist uses nothing
more than the science of psychopathol-
ogy andclinical judgment.Theclinimet-
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